of arbitrary, yet fixed nucleotide sequence and a region of randomized 
nucleotide sequence located 5* to, 3' to, [anywhere within,] or flanking the 
region of fixed nucleotide sequence; and then 
(c) amplifying the nucleic acid template via the PGR using the plurality of first 
PGR primers and the plurality of second PCR primers under conditions wherein 
a subset of the plurality first primers binds to the consensus sequence of interest 
substantially wherever it occurs in the template, and a subset of the plurality of 
second primers binds to the template at locations removed from the first primers 
such that [DNA] nucleic acid regions flanked by the first primer and the second 
primer are specifically amplified. 

[AMENDED THREE TIMES] A method of amplifying exons from a nucleic acid 
template comprising: 

(a) providing a plurality of first PCR primers, each first primer having an overall 
length of at least about 10 nucleotides and further having a region of fixed 
nucleotide sequence identical or complementary to a consensus sequence of a 
3* splice region and a region of randomized nucleotide sequence located 5' to, 
3' to, or flanking the region of fixed nucleotide sequence; 

(b) providing a plurality of second PCR primers, each second primer having an 
overall length of at least about 10 nucleotides and further haying a region of 
fixed nucleotide sequence reversely complementary to a consensus sequence of 
a 5' splice region and a region of randomized nucleotide sequence located 5 1 to, 
3' to, or flanking the region of fixed nucleotide sequence; and then 

(c) amplifying the nucleic acid template via the PCR using the plurality of first 
PCR primers and the plurality of second PCR primers under conditions wherein 
a subset of the plurality first primers binds to a sequence reversely 
complementary to the 3* splice consensus sequence substantially wherever it 
occurs in the template, and a subset of the plurality of second primers binds to 
the 5* splice consensus sequence substantially wherever it occurs in the 




template, such that exons flanked by the first primer and the second primer are 
specifically amplified. 

19. [AMENDED THREE TIMES] A method of amplifying regions flanking a consensus 
sequence in a nucleic acid template of totally or partially unknown sequence 
comprising: 

(a) providing a plurality of first PCR primers, each first primer having an overall 
length of at least about 10 nucleotides and further having a region of fixed 
nucleotide sequence identical or complementary to a consensus sequence of 
interest and a region of randomized nucleotide sequence located 5 ' to, 3' to, or 
flanking the region of fixed nucleotide sequence; 

(b) providing a plurality of second PCR primers, each second primer having an 
overall length of at least about 10 nucleotidesuand further having a region of 
arbitrary, yet fixed nucleotide sequence and a region of randomized nucleotide 
sequence located 5* to, 3' to, or flanking the region of fixed nucleotide 
sequence; then 

(c) amplifying the nucleic acid template via the PCR using the plurality of first 
PCR primers and the plurality of second PCR primers under conditions wherein 
a subset of the plurality first primers binds to the consensus sequence of interest 
substantially wherever it occurs in the template, and a subset of the plurality of 
second primers binds to the template at locations removed from the first primers 
such that nucleic acid regions flanked by the first primer and the second primer 
are specifically amplified; then 

(d) incorporating the amplified nucleic acid of step (c) into a library; 

(e) sequencing a portion of amplified nucleic acid from a particular clone from the 
library of step (d) and providing a third PCR primer of unique sequence and 
having an overall length of at least about 10 nucleotides which will prime PCR 
amplification from the sequenced portion of DNA; 
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(0 providing a plurality of fourth PCR primers, each fourth primer having an 
overall length of at least about 10 nucleotides and further having a region of 
arbitrary, yet Fixed nucleotide sequence and a region of randomized nucleotide 
sequence located 5' to, 3* to, or flanking the region of fixed nucleotide 
sequence; and then 

(g) amplifying the nucleic acid present in the template via the PCR using the third 
PCR primer and the plurality of fourth PCR primers under conditions wherein 
the third primer binds to the sequenced portion of nucleic acid from step (e), 
and a subset of the plurality of fourth primers binds to the template at locations 
removed from the third primers such that nucleic acid regions flanked by the 
third primer and the fourth primer are specifically amplified. 

REMARKS 

Applicant 1 s undersigned counsel thanks Examiner Sisson for the helpful and courteous 
personal interview held on February 6, 2002. Substantive prosecution was advanced by virtue 
of the discussion. The above amendment and the remarks that follow both summarize and 
refine the various issues that were discussed during the interview. 

Claims 1 , 12, and 19 have been amended herein. The amendment to Claims 1 , 12, and 
19 inserting a lower limit on the size of the various primers enjoys explicit support in Claims 
9, 13, and 27 as originally filed. No new matter is added. Claims 1-29 remain in the case. 
Favorable reconsideration is respectfully requested. 

The following remarks address the issues presented in the Office Action in the order 
of their appearance. 

Formal Drawings: 

Applicant submits herewith a complete set of formal drawings. The drawings are 
believed to address the concerns noted in the Form 948 that accompanied Paper No. 2. 
Applicant requests entry of the formal drawings attached hereto. 
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